Multiple cases of Reiter's syndrome, whether following dysentery or apparently transmitted by sexual intercourse, have been occasionally reported in the literature. They fall into two groups: familial cases (Koster and Jansen, 1946; Glauner, 1947; Paronen, 1948; Trier, 1950; Morton, 1958;  Csonka, 1958) and non-familial cases (Kristjansen, 1930; Durel and Siboulet, 1954; Csonka, 1959) . The recorded incidence of multiple cases of both groups is higher in the post dysenteric syndrome than in the venereal syndrome.
The present study analyses 332 consecutive patients with venereal Reiter's syndrome for the occurrence and type of multiple cases.
Material and Methods
The patients, 318 men and 14 women, were seen at the venereal diseases Clinics of the Central Middlesex Hospital and St. Mary's Hospital, London. 302 were of European stock and 30 were Negroes. The average age at onset was 29 years (range 15 to 72). The patients were carefully questioned for similar cases in their own families and in their sexual contacts. When the history suggested that such related cases existed every effort was made to see the affected individuals personally. In two cases this was not possible but a full medical report was obtained from their doctors. In addition, the history of rheumatoid arthritis and other rheumatic disorders in parents, brothers, sisters, and children was recorded and compared with the incidence of the same disorder in the families of 400 patients with uncomplicated nongonococcal urethritis (NGU); these latter patients, who were matched for age, race, and social background and had attended the same clinics during the period of study, served as controls.
Results
Two pairs of brothers, two husbands and their wives, a man and his girl friend, and two sexual *Received for publication October 21, 1968. contacts of one girl developed Reiter's syndrome and are briefly described. All these patients were of European stock.
(1) First pair of brothers The brothers, aged 31 and 34 years respectively, developed classical Reiter's syndrome each with NGU, acute polyarthritis especially affecting the lower limbs, and bilateral conjunctivitis. The attacks began within 9 months of each other; both were severe and both lasted for more than three months. One brother was married, the other single; they lived in different parts of England and had not met for over a year before the onset of their illnesses. A common sexual source was denied. Their mother and maternal aunt had rheumatoid arthritis.
(2) Second pair of brothers One brother, a single man aged 25, developed NGU after sexual contact in Sweden and this was followed by conjunctivitis, polyarthritis, sacroiliitis, extensive keratoderma blennorrhagica, and stomatitis. The attack lasted with some fluctuations for about a year. The other brother, aged 27, had developed Reiter's syndrome 6 months earlier in Dublin at the time of his marriage. His illness was remarkably similar to that of his brother in the type, distribution, and severity of the lesions, which remained active for 8 to 9 months. The family history showed that their mother had suffered from rheumatic fever with mitral stenosis, the father had undefined "rheumatism", and the paternal aunt had rheumatoid arthritis.
(3) First married couple (1) Familial cases, represented by the two sets of brothers.
(2) Non-familial cases, to which the remaining eight patients belong.
Our familial cases as well as those reported by Morton (1958) showed several characteristics. A common sexually infectious source was absent, the family history for other rheumatic diseases, especially rheumatoid arthritis, was marked and the patients within each family showed a striking similarity in the clinical picture and course of the disease which was fairly severe. These features were not found in the non-familial cases. The evidence suggests strongly that the familial cases reported here were genetically determined.
The factor or factors responsible for the apparently very rare aggregation of Reiter's syndrome whether familial or not are unknown, but some of the possibilities which may act singly or in combination are:
(i) Specific infective aetiological agents.
(ii) Hereditary predisposition.
(iii) Abnormal qualitative or quantitative immune response. A negative factor was suggested by several writers who believed that an infected prostate was the focus from which Reiter's syndrome and possibly ankylosing spondylitis were triggered off (Romanus, 1953; Mason, Murray, Oates, and Young, 1958 Finally, the significantly higher incidence of rheumatoid arthritis in the families of our patients with Reiter's syndrome compared with that in the controls adds to the evidence that genetic susceptibility plays a part in the development of this condition. Summary A series of 332 consecutive patients with Reiter's syndrome (318 men and 14 women) was investigated for the occurrence of multiple cases. Six instances involving twelve patients (9 men and 3 women) were found, and these included both familial and non-familial cases. The histories of these patients are briefly described and the significance of these observations is discussed.
A family history of rheumatoid arthritis was markedly more frequent in our cases of Reiter's syndrome than in a matched group of cases with uncomplicated non-gonococcal urethritis. This finding supports the view that genetic factors play a part in the development of Reiter's syndrome. 
